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polysaccharide or the de-N-acetylated oligosaccharide is at least 95% N-acryloylated. 

61. (Amended) The conjugate according to claim 1, wherein the N-propionated 
polysaccharide or N-propionated oligosaccharide at least 50% de-N-acetylated. 

62. (Amended) The conjugate according to claim 16, wherein the de-N-acetylated 
polysaccharide or the de-N-acetylated oligosaccharide is at least 50% de-N-acetylated. 

63. (Amended) The conjugate according to any one of claim 1 and claim 16, wherein 
the bacterial protein is selected from the group consisting, of tetanus toxoid, diphtheria toxoid, 
cholera toxin subunit B, Neisseria meningitidis outer membrane proteins, pneumolysoid, C- 
f> protein from group B Streptococcus, Pseudomonas aeruginosa toxoid, and pertussis toxoid. 

TN THE SPECIFICATION 

Please replace the first sentence of the instant specification with the following: 
This application claims priority under 35 U.S.C. §119(e) for Provisional 

Application Serial No. 60/097,120, filed August 19, 1998, by Michon, et al. and entitled, 

"Immunogenic Polysaccharide-Protein Conjugate Useful As A Vaccine Produced Via 

Conjugation Through A C2-3 N-Acyl Portion Of A Polysaccharide." 

REMARKS 

No new matter is introduced by the amendments. 

Claims 1-63 are pending. Please cancel claim 2 without prejudice. Please 
cancel claims 6, 7, 29-37, and 41-58 without prejudice as they have been withdrawn from 
consideration. Claims 1-5, 8-28, 38-40, and 59-63 stand rejected. 

Claim 1 has been amended in order to more clearly state that an aspect of the 
claimed conjugates is the ability to elicit protective antibodies reactive against the N- 
propionated polysaccharide or N-propionated oligosaccharide (pg. 23, Ins. 1-6 and pg. 14, 
ins 23-27) The claimed conjugate further claims at least 50% of the N-propionated 
polysaccharide or oligosaccharide is de-N-acetylated which is supported by the instant 
specification at page 6, In. 13. 



OBJECTIONS 

15) The Examiner maintains the objection to the specification made in paragraph 

7(a) of the Office Action mailed 1/28/02 (paper no. 11) for the first paragraph of the 
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specification because a clean and, a marked-u P version of the first paragraph of the 
specification was not submitted. Applicants respectfully submit herewith, a clean and a 
marked-up version of the first paragraph of the specification. Reconsideration and 
withdrawal of this objection is respectfully requested. 

■ 16) The objection to the specification made in paragraph 7(c) of the Office Action 

mailed 1/28/02 has been maintained because the Examiner contends the recitations "N- 
propionated polysaccharide" and «N-pro P ionated oligosaccharide" in claim 16 do not have 
antecedence in the specification. Applicants respectfully disagree with the Examiner's 
objection. 

The Examiner has objected to the specification as failing to provide proper 
antecedent basis for the claimed subject matter. However, the specification does provule 
proper antecedent basis for the subject matter as claimed in claim 16, specifically the 
recitation "N-propionated" polysaccharide or oligosaccharide. The Examiner's attention is 
respectfully directed to the MPEP 2173.05(e) under "A claim term which has no antecedent 
basis in the disclosure is not necessarily indefinite." The MPEP states on page 2100-200: 
The mere fact that a term or phrase used in the claim has no 
antecedent basis in the specification disclosure does not mean 
necessarily, that the term or phrase is indefinite. There is no 
~ r ^t that the ™»*« fa the claim must match those used 
in the, s pecification disclosure , (emphasis added) 

Since the MPEP states that the exact term or phrase used in the claim is not required in the 
specification, the instant specification need only define ^-propionate*' polysaccharide or 
oligosaccharide in a manner that one skilled in the art would understand, ^-propionated 
polysaccharide or oligosaccharide are described on page 10, lines 6-14, where "The N- 
acryloylated polysaccharide is then directly coupled to protein under optimum conditions of 
P H temperature and time to form an immunogenic ^^0^ polysacchande- 
protein conjugate." Also, the instant specification describes using a polysaccharide or 
oligosaccharide for preparing the fcpropionamido-linked polysaccharide- and fc 
^^^^0=^ oligosaccharide- protein conjugates of the present invention (pg. 11, 
ins 13-24) The N-acryloylating de-acetylated polysaccharide or oligosaccharide step that 
forms an N-propionated polysaccharide or oligosaccharide is described in the instant 
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^,o«nna f<:ee Fieure 1) in such a manner that one 
specification and shown in the sche.maticdrawing (see figure u 

toe polysaccharides or oligosaccharides .inked by a „ - 
acryjattag reagent. THus, me specification support, Cairn 16 because ., d-~ ~ 
jZ«a po^accbaride" or ^-propionated oligosaccharide" in such a manner that th 
Z Z Lai Jouid be —able a, to its meaning. 

„ r oligosaccharide is clearly understood and supported by the speafication, applicants 
respectfully request reconsideration and withdrawal of this objecfon. 

S^^ 112 ^ 1 ^™^ 411 ^ 1 " 2 ■ , j ,, USC 8112 first paragraph as 
TO aata s 18 and 20 stand rejected under 35 U.S.C. §112, trrstp vv 

ignon-ei^ledwithregardtouiescope. Specifica„y>e Examiner uses Romanowslca,. 
7Z « a. (1990); Roy, e, a,. (.991); and Pon for support showing that conjugation by 
al., Roy, et at. u» I, Anolicants respectfully traverse this 

Michael addition is carried out in an alkalme pH. Applicants P 

^d conjugates of claims 18 and 20 are enabled and supported by the 

« of the instan, applied since the specification contain, sufficient^ n 
!eglg me protein conjugates of die daims as to enable one sMUed in me pertinent *Uo 

tot me -art indicates that conjugation by Michael addition is ^^f^ 

■ ^Knffpr nuchas borate or carbonate butter ^aperiNo. 
^ ; * ahnve 9 0 in an appropnate butter, sucn db, uuiai 

L c aimeo, -»L experimentation wou,d have been reouired "due to the laclc 

-"-"^r: a-on is respectfully directed to page ,0, ,,S throng 

• u ^c«^Jfira11v addresses one embodiment ot me 
oaK e 1 1 In. 3 of the instant specification which specifically adore 

page ' . reactive cysteine residues than 

inventiondirectedtoconjugationofaprotem.whichhasmorereacti y 

invention aire » . describing this particular 

reactive lvsine residues, at a neutral pH. WorKing ex v 

reactive lys! ^ ^.^ ^ lTreparatlon 0 f 

embodiment are found in Example l. m v . 
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♦•«« of N Acryloylated Kl-S-rPorB Conjugate (Kl-S-PorB)" 
™— a 7r: ^"e L group of a cy*e ta e residue » . 
describe conjugantg a ^ ^ Ieaction , wto conjugation 

polysaccharide Bgure 1 shw ^ ^^^^^^^aw^ooup.ing 
tough *e atn.no g^up o ^ ^ tetmt specification , 

*-* "» U " 01 rTExalp " plvides guida.ee for selecting - appropriate P H a, 
including Figure 1 and 8 rf ^ ^ Ac c„rding .o «he 

2^ If the protein has more reacuvc vj 

fact , -conjugation is eonducted a. a neutrai pH fabu, P 

(SH ) groups of cystine residues oftheprotem ^Tin «o 25 M HEPES buffer of pH 

would understand how to make the thiolated rPorB prepared ^ ^ ^ ^ 

, containing 0.25 M sodtum ehloride and 0.05% ~» * * ' 

conjugated ,0 the N-acryloylat* Kl poiys— as d^ « ^ 

specific^. ^^^"^^.^U.-- 

„ buffer, ^^rri..:*.----- 

specification on page 10, Ins. 26-28. *■* ^ -Coupling of the type 14 

invention (Example 2: pgs. 26-27, Tables 7 «J rouoled through the amino or thiol 

tables-cate.at.eproteinconjug^e— ou^dthr ^ ^ ^ 

^p, are in fact inununog « W P ^ _ N . propionated 

sufficient guidance for one stalled in the art t 
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of pro,eh, in basic — was efficie* for Michae, <* 
Rolowska reference does no. support coupling a P ro,e,n composed of more reactive 
£2 resides mar, reactive ly sinc residues. App.ican.s- o, conmgation usrng 

; teta imposed of more reactive ^ ! 
nreferably conducted at about a neutral pff (pg. 10, his. 23 25). ine 

a protein which has more reactive cysteine residues man reactive ly st„es rescues a, abou. 

neUnalPH ' Roy et al (.990) reports a Michae. addition using basic pH for coupling 
^oUgosaccbaride-protein conjugates. Once again, mis reference does no, mention 
coupling a protein having more reactive cysteine residues than reactive lystne readue, . 
H ( 99 ) aiso reports coupling by Michae, addition using a carbonate buffer a pH 
^ Jaminogroupofaprotehr (Scheme,,. Neither of these references teach 
H the neutra, P H embodhnen. of the present invention which coup.es through the thto, 

^ePonpubUcation^polysiahcacidconjugateswhereM^adton 
a, a basic pH is used for coupling. The couphng occur, through the amino group of tire 
pi does no, report of conjugating through me tiuo. group of a cysteme res,due of 

Therefore, none of rhe pubUcations relied on by me Examiner are appropriate, 
rr.ese pubheations merely report synthesis of protein conjugates where ^ 
basic pH through me amino group of the protein. Since apphcants' ctams 18 and 20 refer to 
ZlZ polysaccharides and pro,eins at a neutral pH and using spec.no reagen* 
Zmg re*ective,y, me cited pupations are improperly relied on to support * 
Examiner's contentions mat conjugation at a neutral pH is not enabled. 
"Icatio, Examples 1 and 2, and Figure , provide sufneieu, ^ 

1 sailed hr the art to produce the claimed immunogenic protem comug*.. Ther*. 

reconsideration and withdrawal of mis ,112. firs, paragraph rejection ,s respectfully 

requested. 

34) Claims 37-40 stand rejected under 35 U.S.C. § U2, firs, paragraph as being 

„lenab,ed with regard to the scope. Applicants respectfully traverse the Exammer s 
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r * M0D ' The Examiner contends that a type in GBS eapsmar polysacclwide-protein 
conjugate wonld no, and could no, be expected ,o provide protective immunity against other 
of nlbers of * genus Streptococcus, other than type m CBS because of * 
immunological or bioiogica, specif of me poiysaccharide used » the oon J g a. Tta 
polysaccharide component o, me polysa.haride-pro.ein conjuga.es of 
LLed from ft. organism or ce« of interest and us* to make vaccmes mat rov.de 
"e immunity agams, tne specif orgar^n from which the P*— £ 
obtained (P, .2, "Vaccines-,. The p-propionamido-linked P o,ysaccha^ extern 
conjugates of me present invention are used as antigens to generate annbod.es M *e 
J tt e against the polysaccharide or o.igosaccharide and ttePX^—^ 
^ or eel, ft o M hic ]!jS e J oly^^ ™ 

comprising these conjugates, thus elicit £ 
polysaccharide and organism or ce„ from which the poiysaccbar.de ™ 
Exlner contends ma, me reckon "orgardsn," encompasses seve^ enune mcln^g 
fungus, a parasite, a bacterium, a yeas,, a vi W s, c,c. Further, ft. Exanuner con,ends thatthe 
P Z Z .east one member of a genus of an organism" encompasses 
homologous andheterologous members of a bacterial, fdngai, or paras.,.c genus. One s*. U ed 

Accordingly, applicants respect* reouest reconsideration and wrthdrawa, of ft. § U2, 

first paragraph rejection. 

3 g, Claims !-5, 8-28, 37-40, and 59-63 stand rejected under 35 U.S.C. §U2, firs, 

anagraph as containing subject matter which was no, described in the specifcauon in such a 
:Z I reasonably convey to one sfcned in the relevant ar, ma. the inventor, at the tune ft 
lotion was fled, had possession of <he cUimed invention. Apphcants respectfuUy 

traverse this ground of rejection. 

The Examiner contends that mere is no descr.pt.ve support for the broader 
Umitadons induding: •'N-propionated saccharide;" -N-propionated saccharide » de-N- 
^tylated and N-acryloylated a, fte de-N-ace«yla«ed terminus;" and W, coupled « a 
Jpositionofapropionatemoiety, Applicant respect* traverse thrs re,eCon. W.m 

8 
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res peo, .0 to recitation "saccharide," one-sldued in the art would understand to meaning 

:i: *■ - - — 1 s,mpu susars mi: 

HowevL n order ,o address to Examiner's concern,, applicants have amended clams .-5, 
sl^, and 59-63 ,o subs«e to term "saccharide" with either - .po.vsacchar.de- - or - 
^osaccharid^ ^ ^ ^ ^ ^ ,„ „ 

specification which provides support for to phrases -«na.ed saccharide rs de*- 
Tiied and N-acrvioyiared a, to de-N-acety,,ed terminus" and "directly coupled a, a 
beta position of a propionate moiety" (pg. 4, his. 10-15). 

^ ^■tinVM nolvsacch a rine-protem connat e. 
One stalled intoariwomdunderstandto^^ 

* firs, depolymerized, de-N-acetylated, N-acry,oy,ated, ton coupied to a protem (pgs. I* 

idlanwouldbela.ow.edgea^ 

te ,,yco»p,ed,oapro t emtoforma^^ 

todetaileddescriprionprovidedinExa^^ 

Po.ysaccharide-Pro.emCarrierConjugates." Mpreviov.lydiscn.edmparagr^fi* 
islxeo^n^^ the 

make and use to polysaccharide or ohgosaccharide-protein conjugate as clarmed. 
CaelsrespecL^uestreconstdera tionandwimdrawaiofmis.H.nrstparagraph 

rejection. . - . 

35 U S C sin, SF.mNT > PARAGRAPH 

9 1 77 , , imj1pr 35 u S C §112, second paragraph as 

35) The Examiner rejects claims 3-5 under 35 u.b.^. 9 
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d indefinite in the recitation, "derived," because it is unclear what the process 
being vague and indefinite a ^ ^ 

fc 0 2000 by Houghton Mifflin Company as "to obtam « 

receive from a source and in regaras term 
another substance by chemical -ion." ~re, ^ ^ „„. 
"derived" is proper and approve as .aimed and de^ ft ^ ^ ^ _ 

■ „w to address the Examiner's concerns, applicants na 

paragraph rejection is respectfully requested. 

n - i S 8 28 37-40 and 59-63 stand rejected under 35 U.S.C. §112, 
39) 1 ^^nngtoparticularlypoi.^ 

^P"^-^"^^^ Applicants respectfully disagree 
subject matter which applicants regard as the invention. PP 

with the Examiner's grounds for re ^ e ^^j" rejected for being vague and indefinite in 

(a) in particular, claims 1 and 16 stand j re „ oectively because the 

, tn" and "directly coupling, respectively, dc 

fte recitation "directly coupled to and d J mer . is «i» as to 

Ex aminer believes fta, fte limitabon is ^ ^ 

■^--^^■^^"n. Examiner's contention ft* the 
Applicants respectfully disagree with the Examin 

w to » and "directly coupling" is vague and indefirnte. Directly 
recitation "directly coupled to and dir 

coupl e,. is well uuderst.d toug h an Uitermediate 

nnkcr moiecule. In fact, on p^, * > rf po , ysacctoides to 

fte ar, report conjugation mettods and direc ^ 
proteins to form conjugates (summarized in ef. (1 > 

Conjugation methods have hicluded diazo coupling tiuoe^ ^ ^ 

i fxr mimline a polysacchande to a protein cdrnw 
nation and thiocarbamoyl for coupling » p y ^ ^ , 

in fte art would understand fte meaning of direct v ^ 

" 10 " Express Mail No. EU064951644US 
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. "d , Kareer 1989 vol. 10, .pp. 48-114) where on pages 70-73, conjugate 

ZL> cLn, One ski„ed in the art wou,d — direc„y oonp.cn conjugates to mean 
Saccharide »*- to a protein without a hnker mo,ecu,e or spacer. Wore, dir., 
was we,, undcood in *. ar, a, the time the instant W — ™ « 
IlLLiy, the chemical struck of Figure 1 clearly shows an K-propionated sacc ar.de 
" P orein. U, H^s-Pro or HS-Cys Pro. There is no linker or spacer molec, 
J! in'the — of Figure ,, which sin* shows , Michae,-^ » ■ 
JLonlv understood to mean a 1, 4-conjngate addition (pg. 5, Ins. ,7-19). Therefore, 

"dTrecU, coup.ed" is we,, understood in the a* as we,, as, descrihed in the instant 
^tncatio, Applicants respect* reo.es, reconsideration and withdrawa, of this ,1* 

second paragraph rejection. ^ 

m The Examiner rejects claims 4, 15, 59, 01, ana 
recede!, oasis for the recitation "The conjugates according to Cairn 1" lEmphasis add,, 
17,page,2, !n order to expedite prosecution of mis application, applicants^ 
^ the lis to replace "conjugates" with - - conjugate- -. Applicant* respect* 

^ (c) Claims 60 and 62 stand rejected for allegedly lacking antecedent hasis for *. 

Tfor rejection bu, have amended the claims hy replacing "conjugates- wm - - 
Cr.rr.oaddress.eBxannner.sccncer.. insider adon and withdrawal of 

M The Examiner rejects claim 4 tor oemg 
•. ■• "the the" saccharide. Applicants have de.eted the second "the" in order to address 
"citation *• . Jl tfijllv reouest reconsiderauon and withdrawal of this 

the Examiner's concerns and respectruiiy requ 

8112, second paragraph rejection. rotation 
(d) Claims 59 and 6, stand rejected for lacking antecedent basis for the — 
•Ue sal Ldes are." Appucants have amended the claims hy replacing saccharides 
are wrdi^the saccharide is- - in order to address the Examiner's concerns. Reconsideration 

,., Caim 1 stands rejected to for heing unc.ear as to what die antibodies ar 

j +w +v.o cnprificitv of these antibodies is not 
protective against. The Examiner contends that the specificity 

Express Matt No. EU064951644US 
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rT iK elective ^ reactive against the N-propionated polysaccharide or N- 
r8 ad - -elicits protege an- ^ ^ 

propionate oligosaccharide- •. Support p . t 4 . „ . ., 2 , m The 

. .. , n 1-61 and "E. Antibodies" (pg. 14, tas. li-li)- 
sections »C. Vaccmes (pg. 12, Ins. 6) an ^ Bolysaccharid e-pTOtein conjugates 

"Vaccines" section describes vaccines compnsrng the polysaccnan p 

Iterate antibodies tha, are reactive agains, the polysaccharide or ^ 
which gen wfch ^ 01 0llg0 sacchande 

^ rClXtion describes producing antibodies directs agains, the 

was isolated. TV Antibo ^ ^ n^pionanndo-linked 

SSr--- — respect re.es, 

antibod.ll" as bemg uncles to wha, tiie antibodies a, pro.ective 

a.dress die Examiner's concerns, applicant have amended claim J M. read 

pr0 ,ective antibodies reactive agains, fc £ ^ - 

Antibodies" (pg. 14. Ins. 23-27). The vaccin 
poiysacoharide-pro-ein conjugates which generate an.ibod.es ma, 

Uacchatideorohgosacchatide -~ ^^JET:!^ ^ 

iiuno^c ^^-^.-^--7*^: ; zii 

^deration and withdrawal of mis §112, second paragraph rejection 

reqUKKd ' , • rt M for being vague and indefinite in the recitation 

(ej Claim 16 stands rejected for being vag 

uy A \ d\ CV As suggested by the 

"antibodies produced by a method compnsrng: A) & . . 

i ^ rotation "antibodies produced by wira 
Examiner, applicants have rep.aced me recna, n 

' 12 ' Express Mail No. EU064951644US 
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■ , „ iml 6 stand rejected TOte 35 U.S.C. §112, «ond paragraph as being 
^ Ctan .end from a rejected base clahn ( s). As the base claims 

mt^TI-V— concerns, apphcants respect re.es, 
^deration and withdrawal ofhis §1.2, second paragraph retecnon. 

^f^Clai.s 1 arrd 8,0 — rejected under 35 U.S.C. § .03(a) as being 
' n RAfT heSh,dy ofPolysialicAcidConjuga.es, Master's Thesrs, 

unpatentable over Pon, RA (The Study y ^ ^ 

1 0^1 TTMT Dissertation Services, iyy^) ^ 
University of Ottawa, pp. 1-251, UM1 Dissen 

(0* 5 ,« 9 ,S0S). Apphcants respect* traverse the „ f J daim 

.ecause to estabhsh ^ fa* obviousness of a ^ ~ 981 18 „ 

lum tauons must be taught or suggested by the pnor art. U r, RoyK, 

USPQ580(CC p:rl of Blake does no, teach or suggest al, ~ ~ ~ 
add (4,16) (10 mg) an N . acr yloyl derivative conjugates) also do 

Ins. 10-17) and amended in claims ana Ration are 

render obvious the instant invention. Furthermore, -^^ne re^onses. Ue 

-highly^ 

specification states the degree of acryloylaUon of the clauned N p 
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"The resuUing ****** ****** « N-^°y^ oligosaccharide is * leas, 
2 , 9^.1 - greater, <P* * «- P— . The — 

Tables 5 8 (Pages 24-27) as observed by EL1SA and opsonophagocync assays. Therefore 
Tab.es 5-8 (pages 24 ^ , 5% ^ haV e such a lower percent 

c ; nrP the Pon coniugates are only de-acetyiaieu vy * 

ZSL to would no, be ejected to a P— — e 

B,a*e, et a!, report a porin protein-polysaccharide conjugate and method of 
preparing the connate, where the polysaccharide is front a — — 
LI fir reiates to die use of porin as a protein carrier in 

»o, teach or suggest the conjugal vaccine, of the present invention -P-^ 
■a v v „ However this reference is silent regarding the clatmed element where 

report a protein-polysacchande conjugate where the polysacchar.de de-N-acetylated. 

♦ ™ nf the nercentage of de-N-acetylated polysacchandes. 
mention percen^g ^ ^ ^ ^ ^ ^ , t0 

provide motivation for one to ma*e a conjugate accorduig to me claimed inventton, m« 
provtde motivauo indent claim is nonobvious under 35 

103(a) rejections are improper. Further, it an in p 

„SC 103 then any claim depending therefrom is nonobvious. /„ « 837 F.2d 107 , 5 

§103(a) rejection. 

37) Claims 1, 16, and 22-24 stand rejected under 35 U.S.C. § 103(a) over Pon, RA 

■ nf Rlake et al Applicants respectfully disagree with this rejection. 
m view of Blake, et al. App ^ a conjugate 

The Examiner readily admits that ron uuc S 

- * + tt,» Pvaminer further refers to Blake, et al. as 
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, tn or Blake e. a., do not .each or suggest the conjugal common as claimed 
01 Fmtenore te combination of the conjugate vaccine comprising 
rCrrr^c^gate contposi.cn of *e Pon reference noes no, 

provide any guidance tor o ,. N „ etv i a ,ed Therefore, applicants 

where a, least 50% of the polysaccharides are de-N-acetylated. 
respectfully re,ues« reconsideration and withdrawal of this § 103 reject™. 

40) ^mm^ww"*-**^ 

^ U S C § .03(a, as heing unpatentable over Pon, RA and Blake, e, al. (U.S. 5,439,808). 
The Examiner contends that varying the percentages y y 

groups that are removed. In fact, applicants ^ 

.o« 202 of the Pon publication, where Pon reports that it was q 
pages 202 ot me r p polysaccharide was de-N- 

c «r>iv«nrrharide was lost after /o 01 uic 
antigenicity of the polysaccharide de . N .acetylation 

plated, ^»^^« — ^Hi* - =— 

.ose, annuity of the polysaccharide; and, ^ ^^l„ ol 
Therefore, Pon provides no motivation for one sk*d in the £ to m » P ^ 

acetyl groups of the polysaccnanae 

protective antibodies. Reconsideration and withdrawal of this §W3<» 
respectfully requested. 
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m NCLUSION 

Ap p U can B ^ec«ysub m « to « te in S « W Uoa«o n i si nco nd itafo, 
v M „f ,he amendment and an action passing this case to issue is therefore 

^sappLLinanywa^e — is invited » con« .e «nd OTg ned a, the 

favorable action by the Examiner is earnestly solicited. 

^irrwnrtlZATlON 
.eCommissionerisherebyan^ 

any overpayment to Deposit Account No. , Order No. 

addMon to *at re^ed in a petinon and f or an — ^^Z^ 

^-^■^"^^^^^"Jr^ Order NO. 
overpayment for an extension of time - P*- A"^"^ 
^ A DUPLICATE COPY OF THIS SHEET IS ATTACHED. 

Respectfully submitted, 
MORGAN & FINNEGAN, L.L.P. 

Dated: February 28, 2003 Dorothy R.[Auth, Esq. 

Registration No. 36,434 

rm?PFSPONP™ r * ADDRESS: 
MORGAN & FINNEGAN, L.L.P. 

345 Park Avenue 

New York, New York 10154 

(212)758-4800 

(212) 751-6849 Facsimile 
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^ M OF THE AMEN DME NTS TO THE CL AMS^jD -SPKCTFICATIQN 
gHOWTNG DPT FTTONS AN™ ADDITIONS 



r\r TTTF, f!T ,AJMS: 

1 (Twice Amended) A polysaccharide-protein conjugate or oligosacchande-protein 
conjugate comprising an N-propionated ^saccharide o_U^m^^^ 
directly coupled to a protein at a position of a propionate moiety; wherein the N- 
propionated polysaccharide orN3*>pi<^^ -upled to the protein 

at the p-position of the propionate moiety elicits protective antibodies reactive a painst the N- 
p.opio.^Med^o^^ wherein the N-propionated 

^saccharide o^N^r^pi^^^ * de-N-acetylated and N-acryloylated at 

the de-N-acetylated terminus; wherein at least 50°/,^^^^ 
.jig,^^ wherein the protein is a bacterial proton or a 

synthetic protein containing lysine or cysteine residues. 

4 (Third amendment) The conjugate[conjugat e s] according to claim 1 wherem the 
[the] polysaccharide oroligp^ride is [derived from a polysaccharide] obtained from 
Escherichia coli, Meningococcus, Pneumococcus, Streptococcus, Neisseria, Salmonella, 
Klebsiella, or Pseudomonas. 

15 (Third amendment) The c^njugate[conju g ates] according to claim 1 wherem the 
polysaccharide orohjp^aride is [derived from a polysaccharide] obtained from group B 
Streptococcus type HI, and wherein the protein is tetanus toxoid. 

16 (Third amendment) A polysaccharide-protein conjugate or ohgosacchande-protein 
conjugate that elicits protective anubodie S _reacr^_^ thr, p ol ysacchande ^r 
^saccharide said conjugate is produced by a method compnsmg: 

A) de-N-acetylating an isolated polysaccharide or oligosaccharide using a 
de-N-acetylating reagent to form a de-N-acetylated polysaccharide or a de-N-acetylated 

ongosaccharide,*te^^ 
acetvlated ; 
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B) N-acryloylating the -de-N-acetylated polysaccharide or the de-N- 
acetylated oligosaccharide at a de-N-acetylated terminus with an acryloylating reagent to 
form an N-propionated polysaccharide or an N-propionated oligosaccharide, and 

C ) directly coupling at a Imposition of a propionate moiety of the N- 
propionated polysaccharide or the N-propionated oligosaccharide to a protein to form the 
polysaccharide-protein conjugate or the oligosaccharide*^* conjugate; wherein the 
protein is a bacterial protein or a synthetic protein containing lysine or cysteme residues. 

59 (Amended) The conjugate[conjugates] according to claim 1, wherein the de^ 
acetvlated ^saccharides are] pxde^cetyjated pUgpjaccl^rideJs at least 95% N- 

acryloylated. m M 

60 (Amended) The cor^[conjugates] according to claim 16, wherein the de-N- 
acetylated polysaccharide or the de-N-acetylated oligosaccharide is at least 95% N- 

acryloylated. . 

61 (Amended) The conjugate[conjugates] according to claim 1. wherein the N- 
propionated polysaccharidets are] oU^mm^m^mM at least 50% de-N- 

acetylated. 

62 (Amended) The conjugate[conjugates] according to claim 16, wherein the de-N- 
acetylated polysaccharide or the de-N-acetylated oligosaccharide is at least 50% de-N- 

acetylated. ■ ' . i j i • 

63 (Amended) The corjugate[conju g ates] according to any one of claim 1 and claim 
16 wherein the bacterial protein is selected from the group consisting of tetanus toxoid, 
diphtheria toxoid, cholera toxin subunit B, Neisseria meningitidis outer membrane proteins, 
pneumolysoid, C- P protein from group B Streptococcus, Pseudomonas aeruginosa toxoid, 
and pertussis toxoid. 

txt th"F. SPECIFICATION 

Please replace the first sentence of the instant specification with the following: 
This [is a continuation-in-part of co-pending] application cJ^sno^L^. 
«TT«r jilOMfaP™*"" application [application] Serial No. 60/097,120, filed 
August 19 roc wy ^ et al. and entitle "Immunol Pol ysaccharide-Prot ejn 

C^eUsef^^ 
Of A Polysaccharide." 
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